Supplemental
. Phylogenetic organization of Cluster XV. The subclusters formed by Cluster XV as shown in Figure 1 are depicted in detail. Figure S2 . Phylogenetic tree of tick lipocalins. Different tick genera are shown (colored branches). Tick lipocalins known substrate (geometric colored symbols) were included in the analysis. Abbreviation for substrate are as follow: ricinoleic acid (RIACID), leukotrienes B4 (LTB4), thromboxane A2 (TXA2), histamine (HIS), serotonine (SER), cholesterol (CTEROL) and cysteinyl leukotrienes (CYSLTS). Figure S3 . Residue contact histograms. The histograms represent the fraction of the frames during the PELE simulations (y-axis) of residues that form contact with the ligand (x-axis). The different shaded histograms for the control crystal structures Monotonin and Ra-HBP2 depict the experimentally determined residues that form contact with their respective ligands. Black = contact; dark grey = pi-pi stacking; grey = hydrophobic contacts; light grey = previously unreported. 
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